Executive Summary
=================

1. Background
-------------

Prostatic cancer ranks is the most frequent tumor disease. With 40,670 incidents in 2000, the prostatic cancer is the most frequent malign tumor in men in Germany. In cases of locally limited prostatic carcinomas, radical prostatectomy, radiotherapy or the wait-and-see strategy can be considered. The radical prostatectomy is indicated, if the preoperative findings show a probable organ-limited tumour growth, and a remaining life expectancy of at least ten years is presumed. In the case of advanced and/or metastatic prostatic carcinoma progression, local deprivation of hormones is the therapy of first choice. These are used either as primary mono therapy or as combined therapy in the context of a total androgen blockade. For the primary mono therapy, surgical orchiectomy and LH-RH analogues are available for medical interventions.

Further modifications concerning the choice of the therapy time are practiced (immediate versus deferred). The treatment of the hormone refractory prostatic carcinoma is usually limited to an effective palliation of a usually symptomatic disease progress.

2. Objectives
-------------

This health technology assessment (HTA) compares the medical effectiveness and the efficiency of the therapy with LH-RH analogues and / or the treatment with orchiectomy in cases of advanced prostatic carcinoma. The available HTA is subdivided into two sections: the medical evaluation and the health-economic evaluation. The medical evaluation deals as well with medical effectiveness as with aspects of quality of life and poses the following questions:

How large is the number of systematic reviews and primary studies? What can be said about the quality of these studies?Which differences between the two compared procedures could be determined in respect of survival rates?Which differences between the two compared procedures could be determined concerning the health-related quality of life of the patients?How is the medical evidence to be judged for the surgical and/or medical therapy of prostatic carcinoma?Which side effects show the examined therapy options?Which conclusions and/or restrictions can be stated regarding the transferability of the existing results to Germany?In which fields is a need of further research?

The health-economic part of this HTA examines in particular the questions, which therapy may lead to savings in the long run and how the ratio between the medical benefit and extra costs of a specific treatment is. The following research questions are treated here:

Number and quality of published studies regarding the economic evaluation of the orchiectomy and the therapy with LH-RH analogues?What are the costs of the therapy?How can the scientific evidence regarding the health-economic efficiency of these therapies be judged. Besides the efficiency of the technology the costs and the relation between the costs and affiance are considered.Evaluation of the economic efficiency of the technologyIn which fields is a need for further research?

3. Methods
----------

A systematic, diversified literature analysis in the following medical, economic, and HTA literature data bases was conducted: in Medline, EMBASE, BIOSIS Previews, SCISEARCH, HECLINET, SOMED, AMED, Elsevier Biobase, IPA, CAB, Biotechnobase, CATFILEplus, EUROETHICS, ETHMED and GEROLIT were identified primary studies, controlled studies, systematic and non-systematic reviews as well as Meta analyses. Further documents could be identified in the IHTA data bases like the Cochrane Library. References of the identified publications, non-systematic reviews and relevant scientific books were analyzed. There were no restrictions in respect of the publication date of the publications.

4. Results
----------

15 publications which compare the medical effectiveness of the mono therapy of LH-RH analogues and of the orchiectomy, were identified altogether. Here three detailed HTA-reports, one systematic review, one systematic review with Meta analysis as well as ten publications of controlled studies of the therapy with LH-RH analogues were considered. In all five identified studies dealing with the medical effectiveness of LH-RH analogues in comparison to orchiectomy, the patients were divided randomly into intervention and control groups. However, the procedure of randomization was not specified. The control groups were treated with orchiectomy and / or with diethylstilbestrol. All studies chose the serum testosterone levels, survival rates and the side effects as objective parameters. No advantages for the intervention group could be recognized. In all intervention and control groups, the therapy objective of reducing the serum testosterone level to the castration level was reached independently from the form of therapy chosen.

Altogether, no statistically significant advantage concerning the survival rate and probability of survival of the LH-RH analogues could be determined in any of the studies. The identified studies were all multicenter studies of high-specialized hospitals. The study population consisted of men of North American and European ethnicity; indeed, none of the studies took place in Germany.

There are, however, no reasons for the assumption that the results cannot be applied to Germany. Altogether four studies containing the evaluation of aspects of quality of life were analyzed: one randomized three non-randomized, controlled studies. No further particulars about the kind of randomization were given. One study seized the quality of life only as a unique point measurement without baseline and without process control. The other two studies were a study of feasibility and a cross sectional study. None of the authors formulated an a priori hypothesis concerning the quality of life. Altogether, the trend can be noticed that the health-related quality of life of the patients improves in the course of the studies. This applies to all forms of treatments. However, important conclusions cannot be drawn from the evaluated publications, since all studies show methodological restrictions.

Most studies use the aspect of quality of life only as a key-word or merely collect information about the symptoms or the general state. Only two studies used reliable and valid questionnaires about quality of life assessment. A real baseline collection before the beginning of the therapy, which is indispensable for therapy comparisons, is only found in one publication. In all publications the examined collectives - usually already at the beginning of the analysis - are heterogeneous. Therefore none of the four studies can prove that the quality of life differs after a treatment with LH-RH analogues from the quality of life after a treatment with orchiectomy. Due to strong methodological restrictions and the missing significance, the authors think that the question does not arise whether the results can be transferred to a broader application to Germany.

Eight publications dealing with health-economic aspects of a treatment with LH-RH analogues in comparison to a treatment with orchiectomy, could be found. Seven of those studies contain cost-minimizing analyses, which compare the costs of orchiectomy and the costs of treatment with a LH-RH analogue. One further study evaluated the cost-effectiveness with a decision-analytic model. Additionally, this study evaluates the cost-effectiveness of diethylstilbestrol, nonsteroidal antiandrogens (NSAA) and/or the complete androgen blockade with LH-RH analogues + NSAA and/or with LH-RH analogues + orchiectomy. The population of the studies regarding ethnicity (predominantly white population of Western and North American industrialized countries), age and (with the exception of two studies) the disease status (metastatic and / or advanced prostate carcinoma) seem to be comparable - as far as the data is available.

In cases of advanced prostatic cancer the therapy with orchiectomy could be identified as the most economical treatment in all seven cost-minimizing studies with a duration between six months and ten years. The study which deals with the aspect of cost-effectiveness uses a decision-analytic Markov model with a space of time of 20 years and proves that orchiectomy is the most cost-effective androgen withdrawal therapy - the three enclosed HTA reports arrive at this conclusion too. Considering economic aspects survival is an important factor since orchiectomy causes one-time costs whereas the medication causes continous costs. In cases of a remaining life expectancy of more than one year, orchiectomy is cheaper. In the German system the costs of orchiectomy are paid via the DRG system whereas the therapy with LH-RH analogues is considered as an ambulant treatment which is charged within the EBM (Einheitlicher Bewertungsmaßstab). In the EBM the costs are paid without any restrictions concerning time of reimbursement. Hence the results probably can be transferred to the German health system.

5. Conclusions
--------------

According to the present available studies, there is clear evidence for an equivalent effectiveness of LH-RH analogues and orchiectomy. This is accompanied by lower costs for orchiectomy, if a remaining life expectancy of more than one year can be assumed.

Conclusions regarding the evaluation of both therapies from the patient\'s point of view (health-related quality of life) cannot be drawn on the basis of the available studies. There is urgent need for research in the field of quality of life.

The available studies dealing with the health-economic evaluation of orchiectomy and therapy with a LH-RH analogue do not seem to be sufficient in respect of the cost-efficiency of both therapies. In this field there is further need for research.
